Sir,

Autoimmune polyglandular syndrome was described by Neufeld *et al*. as an autoimmune disease that involves multiorgan failure.\[[@ref1][@ref2]\] They comprise a wide spectrum of autoimmune diseases,\[[@ref3]\] and encompass a rare juvenile type polyglandular autoimmune syndrome type 1 and a more frequent adult types 2 and 3.\[[@ref4]\] Polyglandular autoimmune syndrome type 2 is defined as the association between Addison\'s disease and either autoimmune thyroid disease or type 1 diabetes and other autoimmune diseases like pernicious anemia; polyglandular autoimmune syndrome type 3 is characterized by the main syndrome which is autoimmune thyroiditis. It can either join an autoimmune diabetes (and more or less sarcoidosis or celiac disease) defining the type 3a; either pernicious anemia defining the type 3b; either vitiligo and alopecia defining 3c.\[[@ref5]\] It differs from the type 2 by the absence of adrenal insufficiency. The incidence of polyglandular autoimmune syndrome type 2 and 3 peak at ages 20 to 60 years, mostly in the third of fourth decade.\[[@ref4]\] We describe here a very rare cohort of patients aged 65 years and more, with autoimmune polyendocrinopathy 3b.

We performed a two-center study in Reims and Strasbourg University Hospital, retrospective, collecting cases of pernicious anemia diagnosed after 65 years, associated with autoimmune diseases in the elderly. Twenty-eight patients are diagnosed pernicious anemia associated with other autoimmune diseases. The mean age is 76.6 years; the female-to-male ratio is 3:1. We noted two cases where pernicious anemia is associated with adrenal insufficiency, autoimmune thyroiditis and autoimmune diabetes (inconsistently), defining the type 2. What emerges from our study is that pernicious anemia fits more frequently in the type 3b, with 19 cases of association pernicious anemia and autoimmune thyroiditis.

Polyglandular autoimmune syndrome type 3 is characterized by a complex inheritance pattern. At least three genes are involved as major susceptibility genes: HLA class II, CTLA-4, and PTPN22.\[[@ref4]\] Pernicious anemia has an association with HLA-DR5 for a relative risk of 5, Hashimoto\'s thyroiditis partnering with the HLA-DR3 to a relative risk of 3.2 and HLA-DR5 for a relative risk 58,\[[@ref4]\] the autoimmune diabetic subjects, 90% of the Caucasian population associated with HLA DR3 and/or DR4.\[[@ref4]\] Many studies indicate that both HLA haplotypes DR3-DQB1\*0201 and DR4-DQ\*0302 contribute to the polyglandular autoimmune syndrome type 3 (4). A genetic predisposition has been suggested for pernicious anemia. In type 1 diabetic subjects, a weak association between pernicious anemia and HLA haplotype DQA1 \*0501-B1 \*0301, HLA-DR5 bound was observed.\[[@ref4][@ref5]\] Patients with pernicious anemia association and autoimmune endocrine diseases often have DR3/DR4 genotype. Autoimmune thyroiditis/pernicious anemia is part of a typical polyendocrinopathy 3b for which a predisposition genetic (HLA-B8 and/or DR3 and DR5) exist.

We can conclude that early detection of antibodies and latent organ-specific dysfunction is advocated to alert physicians to take appropriate action in order to prevent full-blown disease in the elderly. Family members of elderly patients should be regularly screened.
